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Rodent models have been instrumental in furthering our understanding of gastrointestinal
pathophysiology. However, there are important limitations to translating ﬁndings from
rodent models to human digestive disease, and some of these can be overcome by large
animal models.
725 The Farnesoid X Receptor: Good for BAD
S. J. Keely and J. R. F. Walters
Although bile acid diarrhea affects w1% of the adult population, diagnosis and therapeutic
approaches are still unsatisfactory. Herein, we review current concepts of bile acid diarrhea
pathogenesis and the potential role for the farnesoid X receptor in its treatment.733 The Hepatic Lymphatic Vascular System: Structure, Function,
Markers, and Lymphangiogenesis
M. Tanaka and Y. Iwakiri
Research on the lymphatic vascular system has advanced rapidly during the last decade, and
lymphatic dysfunction is now implicated in the pathogenesis of multiple diseases. This review
provides an overview of the lymphatic vascular system in the liver.ORIGINAL RESEARCH
750 A Disease-Associated Microbial and Metabolomics State in Relativesof Pediatric Inﬂammatory Bowel Disease Patients
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M. Asadourian, B.-H. Moon, A. Ayson, J. Borneman, D. P. B. McGovern,
A. J. Fornace Jr, J. Braun, and M. Dubinsky
Healthy ﬁrst-degree relatives of pediatric inﬂammatory bowel disease patients can have a
fecal microbial and metabolomics proﬁle seen in many patients with quiescent inﬂammatory
bowel disease. This potential predisease state was associated with an increased likelihood of
increased fecal calprotectin levels.
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N. Watanabe, H. Mashima, K. Miura, T. Goto, M. Yoshida, A. Goto, and H. Ohnishi
Gut hormones are important in coordinated actions of intestine and they exert actions
through G-protein–coupled receptors. We show that Gaq/11-mediated signaling plays a pivotal
role in the maturation and positioning of Paneth cells and in the maintenance of intestinal
homeostasis.
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J. E. Kieckhaefer, S. Lukovac, D. Z. Ye, D. Lee, D. J. Beetler, M. Pack, and K. H. Kaestner
RNA polymerase III activity is increased in some cancers. Effects of its inhibition in mammals
are not known. We show that a mutation in the Pol III subunit Polr3b in the murine intestine
results in crypt failure and increased mortality. Our conditional model will allow for the study
of Polr3b function in all cell types in the mouse.
See editorial, Jadhav U and Shivdasani RA, on page 714796 Hypoxia Positively Regulates the Expression of pH-Sensing
G-Protein–Coupled Receptor OGR1 (GPR68)
C. de Vallière, J. Cosin-Roger, S. Simmen, K. Atrott, H. Melhem, J. Zeitz, M. Madanchi,
I. Tcymbarevich, M. Fried, G. A. Kullak-Ublick, S. R. Vavricka, B. Misselwitz,
K. Seuwen, C. A. Wagner, J. J. Eloranta, G. Rogler, and P. A. Ruiz
Hypoxia induces the expression of pH-sensing ovarian cancer G-protein–coupled receptor 1
(GPR68) in monocytes/macrophages and intestinal mucosa of inﬂammatory bowel disease
patients, which is enhanced further at acidic pH in monocytes/macrophages.
Hypoxia-inducible factor-1a binds to the ovarian cancer G-protein–coupled receptor 1
promoter under hypoxia, pointing to the direct regulation of this gene.
